One of the key late embryonic events necessary for life ex-utero is the acquisition of protective barrier function in the skin a process involving differentiation of keratinocytes to form a stratum corneum of unique lipid composition and structure. Harlequin Ichthyosis (HI) is a severe hyperkeratotic skin disease caused by mutations in the ABCA12 transport protein and which results in profound barrier defects. In keratinocytes ABCA12 is thought to regulate the transfer of lipids into intracellular trafficking vesicles known as lamellar bodies although the exact role of the protein remains unclear. As part of an innovative mouse mutagenesis screen we have characterised an animal model of HI and showed that it displays many of the hallmarks of the dis- The University of Tokyo, Bunkyo-ku, Tokyo, Japan

